Penicillium marneffei is a common cause of opportunistic fungal infection in patients with AIDS in Thailand. The diagnosis of penicilliosis is easily made when typical skin lesions appear but is frequently missed in their absence. We therefore attempted to identify noncutaneous indicators of P. marneffei infection in order to provide early curative treatment. We recognized a characteristic syndrome in six AIDS patients with penicilliosis involving primarily the liver but not the skin who presented with fever of short duration, hepatomegaly, and markedly elevated serum alkaline phosphatase levels. The diagnosis was confirmed by demonstrating the causative organism in the liver or in the blood. Increased awareness of hepatic penicilliosis and more-rapid diagnostic methods are needed to reduce the high mortality rate associated with this syndrome. P. marneffei is predominantly an Asian pathogen, but as a result of international travel, the need for increased awareness of penicilliosis is worldwide.
Penicillium marneffei is a fungal pathogen endemic to Southwere then reviewed to determine if additional cases of hepatic penicilliosis had occurred in our hospital. A prospective search east Asia [1 -6] . Disseminated penicilliosis is the third most common opportunistic infection of patients with AIDS in northfor hepatic penicilliosis was conducted by screening febrile inpatients known to be infected by HIV who had neither skin ern Thailand and is a serious systemic illness [3] . Characteristic organisms are easily recognized in touch-smear specimens lesions nor known or suspected opportunistic infections other than penicilliosis. from the typical skin lesions [3] , which occur in up to 80% of cases [4] . Most cases that are diagnosed early respond to Penicilliosis and HIV detection. Penicilliosis was confirmed by isolation of P. marneffei from the blood and/or liver. The treatment, but prompt diagnosis is difficult in cases without skin lesions. The mortality rate is high among undiagnosed mycelial form of P. marneffei produces a diffuse, characteristic red pigment when cultured on Sabouraud dextrose agar at 25ЊC. cases [3] . We describe six patients with a characteristic clinical syndrome of hepatic penicilliosis in the hope that raised awareLiver biopsy specimens stained with Grocott's methenamine silver were examined for yeasts showing characteristic septate ness will lead to earlier diagnosis of this treatable infection. 
.). Medical records of patients without
Patients with positive reactions on two of these tests were skin lesions whose blood cultures had yielded P. marneffei considered HIV infected. Confirmatory testing by western blotting is performed at the study hospital only when the results from two commercial ELISAs are discordant or when risk
The liver was tender and enlarged; no skin lesions were obnography at 9 months confirmed that the liver size had returned to normal. served. An HIV screening test was reactive. The serum alkaline phosphatase level of 527 IU/L was accompanied by minimal Two years after the beginning of treatment, serum alkaline phosphatase levels had returned to normal and there were no elevations of transaminase and bilirubin levels. An abdominal ultrasonogram demonstrated moderate hepatic enlargement signs of active penicilliosis. The results of three separate CD4 cell count determinations ranged from zero to 20/mm 3 . Followwithout either space-occupying lesions or bile duct dilatation.
up information was also available on one additional patient. Routine investigations failed to identify the cause of fever,
This 25-year-old man responded well to treatment and was and broad-spectrum antibiotic therapy was begun. However, asymptomatic when last examined, 6 months after beginning the patient became increasingly toxic, the liver increased in treatment. size and tenderness, and the serum alkaline phosphatase level rose to 1,245 IU/L on the 10th hospital day. P. marneffei was eventually cultured from blood. Only 15 medical records conDiscussion tained sufficient information to allow retrospective analysis, and 2 cases of hepatic penicilliosis were identified from these
The AIDS pandemic has been accompanied by a marked 15 records. A further three patients were identified by prospecincrease in the incidence of penicilliosis in northern Thailand. tively screening HIV seropositive inpatients with fever of unNo P. marneffei infections had been diagnosed at Chiangrai clear etiology.
Regional Hospital (Chiangrai, Thailand) prior to 1990, but 144 Clinical and laboratory findings. The six patients all preculture-proven cases of penicilliosis were seen between March sented with fever of recent onset, abdominal pain, and hepato-1995 and March 1996 (P. Kantipong, unpublished data). Hemegaly. The median age of the four men and two women was patic penicilliosis is only one of the protean manifestations of 25 years, and the age range was 21 -29 years. The median P. marneffei infection [5] , but its distinctive manifestations maximum serum alkaline phosphatase level was 1,245 IU, and identify a subgroup of patients who can benefit from prompt these levels ranged from 758 IU to 1,467 IU. P. marneffei was diagnosis and curative therapy. isolated from the blood of all six patients and from the liver A rapid diagnostic test for penicilliosis is lacking, and antiof one. Large numbers of characteristic septate yeasts were fungal therapy is often delayed because of the wait for microbivisible in the two liver biopsy specimens ( figure 1) .
ological or histopathologic results [3] . Two (33%) of our paTwo patients died and one left the hospital against medical tients died before blood cultures had become positive. advice before blood culture results were known. Follow-up Tuberculosis is a common opportunistic infection at the study information was available on only two of the three patients hospital, but mycobacteria have never been found in liver biwho were discharged. The index case received inpatient treatopsy specimens obtained from patients with signs and sympment with amphotericin B, followed by maintenance therapy toms of hepatic penicilliosis. with itraconazole, and recovered gradually. Abdominal ultrasoWe now begin antifungal therapy while awaiting confirmatory test results for those AIDS patients suspected of having P. marneffei infection of the liver in whom no other cause of fever can be identified. However, other pathogens may be more important causes of hepatic disease in HIV-infected patients elsewhere, and management of such cases will vary [7, 8] . Although P. marneffei is predominantly an Asian pathogen, as a result of international travel the need for increased awareness of penicilliosis is worldwide [4] .
